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DETAILED ACTION 

1 . Claims 9, 1 1 and 12 have been amended and are under consideration. 

2. The text of sections of Title 35 US Code not found in this action can be found in a prior 
Office Action. 

3. The rejection of claims 9, 1 1 and 12 under 35 U.S.C 103(a) as being unpatentable over 
Carson et al (US 5,679,647, cited in a previous Office action) in view of Lau et al (US 6,080,409, 
cited in a previous Office action) is maintained for reasons of record. 

Claim 9 is drawn to a method of eliciting or enhancing a T cell response to a human self 
tumor antigen comprising immunizing a human being with a composition consisting essentially 
of a protein or portion thereof with an amino acid sequence native to a non-human source, 
wherein the non-human protein or portion thereof has at least 80% amino acid sequence 
homology to the human self tumor antigen but is not identical in amino acid sequence to the 
human antigen, and wherein the human self tumor antigen is human prostatic acid phosphatase 
(PAP). Claiml 1 embodies the method of claim 9 wherein the composition further includes a 
pharmaceutical^ acceptable carrier or diluents. Claim 12 embodies the method of claim 9 or 1 1 
wherein the composition further includes an adjuvant. 

Carson et al teach a method for the induction of tumor associated antigen-specific 
cytotoxic T-lymphocytes (section III beginning on column 21, line 18 to column 30, line 32). 
Carson et al teach that T-lymphocyte tolerance to self-antigens in more effectively broken 
through co-immunization of the host with polynucleotide encoding self antigens and foreign 
antigens that resemble self antigens , and therefore to optimize the breakdown of T-lymphocyte 
tolerance to a tumor associated antigen in the host, the host will be preferentially immunized to 
express homologous and heterologous tumor associated antigens (column 29, lines 56-64). 
Carson et al teach tumor associated antigens from a species other than the host species (which 
are immunologically similar to the tumor associated antigens present on tumor cells in the host 
species) are heterologous tumor associated antigen mimics in addition to synthetically modified 
self-antigens which are homogeneous tumor associated antigen mimics (column 27, lines 6-13). 
Carson et al teach how to modify and select mimic antigens which stimulate T-lymphocyte 
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responses (column 26, lines 9-30). Carson et al teach that the method of the invention could be 
applied to generate CTL against tumor associated antigens on cells of the intact tumor as well as 
residual cancer cells (column 21, lines 34-41). Cason et al teach a method wherein the host is 
co-immunized using a vector encoding an immunostimulatory cytokine (claim 10), thus fulfilling 
the specific embodiment of claim 12 specifying and adjuvant. Carson et al teach that examples 
of tumor associated antigens are prostate specific transmembrane protein (column 21, lines 44- 
48). Carson et al do not teach prostatic acid phosphatase as a tumor associated antigen. 
Laus et al teach that prostatic acid phosphatase is a tumor associated antigen (column 4, lines 11- 
13). Laus et al teach that there is no evidence in the literature that PAP by itself might serve as 
an inducer and target of CTL (column 6, line 66 to column 7, line 1). Thus, Laus et al teaches 
the negative limitation of claim 9 specify that the protein or portion thereof is not identical to 
human prostatic acid phosphatase. Laus et al teach a method of stimulating cytotoxic T-cell 
responses comprising inducing prostate carcinoma specific cytotoxic T-lymphocytes by 
prostatic acid phosphatase-GM-CSF pulsed antigen presenting cells (column 14, example 4). 
Laus et al do not teach the administration of a protein having at least 80% identity. 
It would have been prima facie obvious to one of ordinary skill in the art at the time the 
invention was made to substitute the polynucleotide encoding prostatic acid phosphatase for the 
polynucleotide encoding prostate specific transmembrane protein in the method taught by Carson 
et al One of skill in the art would have been motivated to do so by the teachings of Carson et al 
regarding the necessity of immunizing with an tumor associated antigen mimic rather than the 
tumor associated antigen itself in order to avoid or break the induction of tolerance to the tumor 
antigen which is a self antigen; and further by the teachings of Laus regarding the expectation 
that the administration of PAP in an unaltered form would not result in anti-tumor immunity. 
One of skill in the art would be motivated use a heterologous tumor associated antigen mimic or 
recombinantly produce a homologous tumor associated antigen mimic in order to elect or 
enhance a T cell response against PAP. 

4. Applicant has amended claim 9 to recite a "composition consisting essentially of rather 
than a composition "comprising" in order to disclaim methods having embodiments wherein 
both the foreign protein and the self protein are used I immunization in order to elicit or enhance 
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a T-cell response. Applicant states that the specification supports this limitation because it 
teaches that the use of the self-protein in the immunization protocol is optional. However, the 
specification lacks a definition for "consisting essentially of which limit the scope of the 
composition to comprise only the foreign protein. The M.P.E.P. states that in this case, the claim 
should be interpreted as "comprising". Therefore, the rejection stands. 

5 . Applicant argues that Carsons reliance upon the teachings of Mamula (Journal of 
Immunology, 1994, Vol. 152, pp. 1453-1461) is misleading as Mamula et al do not teach that 
the breaking of T-cell tolerance can be carried out by immunization with the foreign protein 
alone. Applicant argues that it would not be obvious based on the teachings of Manula et al that 
administration of only the foreign protein would be sufficient to break tolerance as Mamula et al 
indicated that administration of the self-protein in addition to the foreign protein was necessary 
to break T-cell tolerance. This has been considered but not found persuasive., In considering at 
the specific details it is noted that Mamula et al is teaching breaking of tolerance to self Ul 
SNRP, which is a highly conserved intracellular protein not normally found as an extracellular 
protein. Mamula et al teach that co-immunization of mice with human and mouse snRNPs 
breaks T-cell tolerance to mouse snRNP. In this experimental system, the immune system within 
the mouse was not subjected to the self-snRNP until the co-immunization because snRNPs are 
intracellular proteins in normal mice. In the case of PAP, the immune systems of patients having 
prostate carcinoma would be subjected to the self PAP. It would not be necessary to co- 
immunize with the self-protein and the foreign protein because the self PAP protein is not an 
intracellular protein and its level is elevated in cancer patients. Administration of the foreign 
protein alone would be expected to duplicate co-administration of the foreign protein and the self 
protein in patient having elevated levels of PAP. 

6. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Karen A Canella whose telephone number is (571)272-0828. 
The examiner can normally be reached on 10 a.m. to 9 p.m. M-F. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jeffrey Siew can be reached on (571)272-0787. The fax phone number for the 
organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



Karen A. Canella, Ph.D. 
8/23/2004 
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